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Tab一e l･ Multivariate analyses of pro9nOStic factors
VariabーeS 廼7F蒙�FVB�6�ff�6坊蹌�SE ′ ��f�ﾇVR�RelativeriSk (95%Cl) 
Nodal involvement (NO.vsN1+2) 蔦"�#r�0.35 督������0.10(0.05- 0.20) 
CTM/Lratio* (<50%Vs ≧50%) 蔦�縱2�0.34 偵�2�0.48(0.24- 0.95) 
Tumbrsize (≦20mmvs >20mm) 蔦�緜B�0.39 偵�2�0.43(0.20- 0.93) 
Sex(malevs female) 蔦�經R�0.35 偵�"�0.58(0.29- 1.16) 
HiStolo9lC grade(wellVs moderate+ poor) 蔦�紊B�0.43 偵3��0.64(0.28- 1.49)- 













象に､胸部cr画像､免疫組織化学(p53, Bc1-2, Ki-67, CD44V6, VEGF, CD34,
MMP-2, MMP-9, TIMP-2) ､及びK-ras,点突然変異を検討した.
Table 2･ Clinicopathologic characteristics and summary of immunohistochemical
studies and K-fas mutations
No.or �6�烹�Faint 父%��5-∫ 犯�ﾗ&�豐�
patients 宥��U��density type+ 蒜�ﾇVR�surViyal 友W7E����ﾇVR�
Sex �� ��.91 ��.40 
Male 田��25 �3b� 都b紕� 
Female 都��28 鼎"� 都"絣� 
Age(y) 田"纔�ﾓ偵r�62.9± 9.6 田2��7湯繧�.54 ��.94 
Tumorsize �� ��.03 ��.01 
≦ZOmm 鉄"�15 �3r� 塔2纈� 
>20mm 都��38 鼎�� 田ゅ�� 
Nodal inVolVement �� ��.09 ��<.00Wl 
NO 涛��36 田2�N+VsN ��N+VsN 
N1 途�2 迭� �� 
N2 �#R�15 ���� �� 
HistologlC grade �� ��.015 ��.02 
Well 鼎2�13 �3��WellVs moderate +poor ��WellVs moderate +poor 
Moderate 田2�29 �3B� �� 
Poor ����5 ��B� �� 
pstage �� ��.08 ��<.00001 
Ⅰ 涛b�35 田��StageⅠVs stageⅠⅠ- ⅠⅤ ��StageⅠVs stageⅠト ⅠⅤ 
ⅠⅠ 唐�2 澱� �� 
ⅠⅠⅠ �#b�16 ���� �� 
Ⅳ ���1 ��� �� 
p53 �� ��.64 ��.16 
Positive 田b�28 �3�� 田r纈� 
Negative 田R�25 鼎�� 塔��2� 
Ki-67 �� ��.04 ��.03 
High 鼎��25 �#2� 田r縒� 
Low 塔2�28 鉄R� 都偵"� 
Bc1-2 �� ��.10 ��.051 
Positive 鼎��12 �#�� 塔"�2� 
Negative 涛��41 鉄�� 都�纈� 
CD44V6 �� ��.02 ��.056 
Positive 塔��26 鉄B� 都偵B� 
Negative 鉄��27 �#B� 田b紕� 
VEGF �� ��.03 ��.18 
Positive 鉄��26 �#B� 田b縒� 
Negative 塔��27 鉄B� 塔�紕� 
MVD (CD34) �� ��.0009 ��.23 
High 鉄B�31 �#2� 田偵�� 
Low 都r�22 鉄R� 都r繧� 
MMP-2 �� ��.01 ��.82 
Positive 田"�34 �#�� 都R��� 
Negative 田��19 鉄�� 都B�"� 
MMP-9 �� ��.0001 ��.058 
Positive 涛2�47 鼎b� 田偵�� 
Negative �3��6 �3"� 塔r絣� 
TⅠMP-2 �� ��.01 ��.0005 
Positive 涛��30 田�� 塔2�2� 
Negative 鼎��23 ���� 鉄R繧� 
K-rα∫ mutations �� ��.α)03 ��.04 
Mutant ����15 �2� 田"�"� 
Wildtype 都r�28 鼎�� 都ゅB� 
CT, Computed tomography; VEGF, vascular endothelialgrowth factor; MUD,
microvessel density; MMPl2, matrix metalloproteinase 2; MMP-9, matrix
metalloproteinase 9; TIMP-2, tissue inhibitor of matrix metalloproteinase 2･
- Solid type: area of the tumor in mediastinal window/area of the tumor in lung window
of 50% or greater･
f Faint density type: area of the tumor in mediastinal window/area of the tumor in lung
window of less than 50%.
Table 3･ Multivariate analyses of prognostic factors according to Table 2･
Variables 埜7F蒙�FVB�6�ff�6坊蹌�SE ��f�ﾇVR�RelatiVeRisk(95% CⅠ) 
NodalinVolVement(NO VsN+) 蔦"經2�0.36 督�;����0.08(0.04,0.16) 
TⅠMP-2 ����b�0.33 偵���R�2.88(1.50,5.54) 
Ki-67 蔦�縱"�0.33 ����3��0.49(0.25,0.93) 
Tumorsize(>20mmVs eOmm) 蔦�縱��0.39 ����C��0.46(0.21,0.99) 
SE,'standard error, CJ; confidence interval
Taber 2は単変量解析の結果を､ Table 3は多変量解析の結果を示している｡
So一id-typeとfaint density-typeの間で､性別､年齢､リンパ節転移程度､分化
度の差異は認めず､ faint densJ'ty-tyPeの5年生存率は81･6%と､ solid-typeの
63･8%に比し有意に予後良好であった｡ Ki-67Jabeling index､ VEGF, CD34,
MMP-2, MMP-9の発現は､ solid-typeにおいて有意に高かった｡一方､ CD44V6,
TIMP-2の発現は､ ねint density-typeにおいて有意に高かったoまた､ p53, bcl-







たPromoter-associated methylated DNA amplification DNA chipを用いて288の癌関
連遺伝子のプロモーター領域の異常メチル化を肺癌細胞に対して検索した｡
′
Tab一e 3･ Proportion of hypermethylated genes in lung cancers.
Typesor CaTICer ��FV踐6�&6匁���儡mallceILcarcinoma 剩�妨&�vR�３��
Namesofcell lines 白ﾓビ�A549 �$U$bﾔﾄ4ﾕ2�LK79一 �2ﾓ"�SBC-3 ��




RIPK3, RASSFIA, FABP3, PRKCDBP, PAX3遺伝子はほとんどの肺癌細胞でメチル
化を認めた(Table 4)0
Table 4･ Summary of the results for PMAD analysIS.
Symbol ���6友柳��lI87 ��SB���RERF LCM S 板�ｳr���S2 �4$2��2�Hyp. Met. Cells 認W67&��F柳��
HⅠCl ��w��2�2�M 挽�M 挽�M 挽�6 枚��W&ﾖWF⊥ﾆ�FVF問�6��6W&ﾂ�
ⅠRF7 免ﾇ��R絣�M 挽�M 挽�M 挽�6 末蹤W&fW&��&VwVﾆ�F�'貿�7F�#r�
As° ��g��"ﾗ��ﾆﾂﾃ"�M 挽�M 挽�M 挽�6 �����F�6�2ﾒ��78�V��FVG7�V6ｲﾒ�ﾆ霧W�&�V問�6�F�匁匁v�4�$B�
RⅠPK3 ��G����"�M 挽�M 挽�M 挽�6 �&V6W�F�"ﾒ�
likeprotein containlngaCARD 
RⅠPK3 ��G����"�M 挽�M ′ 挽�M 挽�6 �&V6W�F�6r�也FW&�7Fﾆ誦6W&匁Rﾒ�F�&V�匁Vｶ匁�6S2�
RASSF lA �7�#��2�M 挽�ND 挽�M 挽�5 �&�6�76�6��F柳���&�ﾄtE2��bﾓb��F��匁f�ﾖ棉鳴�
FABP3 棉�32ﾒ��3"�M 挽�M 挽�M 比B�5 貿�GG��6芳&匁F匁r��&�V悶2ﾆﾗW66ﾆR��襷��'B���ﾖﾖ�'椿FW&庸VB�w&�F�諞�&友�"��
PRKC DBP 免ﾇ��R紕�M 挽�M 披�B�M 挽�5 ��&�V匁ｶ匁�6T2ﾂ�FVﾇF�&匁F匁r��&�V問�
PAX3 �'�3R�M 挽�NC 挽�M 挽�5 ����&VF&�vV覺2����&FV�'W&r�7匁G&�Vﾂ��
HTRIB 堵��2�M 挽�NC 挽�N C 挽�4 迭ﾒ�⊥G&�宥'��F�ﾖ匁R��6W&��問�&V6W�F�"�ﾄ"�
CALC A 免ﾇ��R�"ﾒ���R���ND 挽�ND 挽�M 挽�4 �6�ﾆ6友�問�6�ﾆ6友����46Vﾆ�FVB�����W�F芳Rﾆ�ﾇ����
CDH13 ��g�#B�"ﾒ��#B�2�M 挽�NC 挽�N C 挽�4 �6�F�&悶�2ﾄぴ�6�F�&門���'B��
DLECl �7�#"ﾒ��#��2�M 挽�M 披�2�N D 挽�4 芳VﾆWFVF匁ﾇV誚�襭�W6����vV�ﾆ6��6W&ﾂ�
SYK 痘�#"�M 比2�M 挽�M 比2�4 �7�ﾆVV蹠�&�6匁R�ｶ匁�6R�
CD38 敵��R�M 比2�NC 挽�M 挽�4 �4C3��蹤没V竍�CR��
MYOD 1 免ﾇ��R紕�M 比B�ND 挽�N C 挽�3 儲柳vV譁6f�7F�#2�
WTl 免ﾇ��2�M 比B�NC 挽�N D 挽�3 夫免ﾗ7GVﾖ�#��
RARB �7�#B�M 比2�NC 披�2�M 比2�2 �&WF匁�6�6烹�&V6W�F�"ﾆ(,｢�
PTGS2 棉�#R�"ﾒ��#R�2�ND 比2�NC 挽�N C 挽��2 ��&�7F�vﾆ�襷問ﾒ�V襷��W&�芳R�7也F��6S"���&�7F�vﾆ�襷紋r��7也F��6V�襭�7�6ﾆ�⊥vV��6R��
LRP2 �'�#Bﾒ��3��NC 比2�NC 披�2�M 挽�2 免�FV�6宥�������&�V問ﾗ&Vﾆ�FVB��&�V悶"�
SLC5A 5 �����2�"ﾒ���"�M 比B�ND 披�2�N D 挽�2 �6�WFV6�'&妨"�f�ﾖ棉迭�6�遊ﾒ�柳F芳W7儲��'FW"陳�ﾖVﾖ&W#R�
CrNN Bl �7�#��NC 比2�NC 挽�M 比B�2 �6�FV譁竊6�F�&問ﾒ��76�6��FVG�&�V問陳�&WF��ﾃユｴF��
AⅠMl 堵�#��NC 比2�M 披�2�N C 挽�2 ��'6V蹤匁ﾖVﾆ�踐ﾖ����
ETV6 ��'��2�NC 比2�M 挽�N C 比2�2 妨G5f�&��蹤vV覺b��Tﾆ�6�V覲��
MSF ��w�#R�NC 比2�NC 挽�N C 挽�2 番ﾄﾇ6W�F問ﾖﾆ霧R�gW6柳��
DLC1 島�#"ﾒ��#��2�M 比2�ND 披�2�N C 挽�2 芳VﾆWFVF匁ﾆ蒜W"�6��6W#��
BNⅠP3 島�#��NC 比2�NC 挽�M 比2�2 �$鑾E�4ﾂ�
L �� �� �� �� ��
CASP3 敵�3B�NC 挽�M ′ 披�2�N C 比2�2 �6�7��6S2ﾂ�����F�6�846Vﾆ�FVB�7�7FV匁W�&�V�6R�
Genes that were hypermethyfated in at least two of six lung cancer ceLHines are
presented･ M represents hypermethylation in cancer de伽ed as (Normalized
intensity of cancer)/(Normalized intensity of normal) more than 3.0 when
normalized intensity of cancer is high enough (more than 0.2). NC represents an
absence of'hypermethyJation in cancer defined as (Normalized intensity of
cancer)/(Normalized intensity of normal) Jess than 3.0. Results which do not
meet the criteria of M and NC, such as Cy5 intensity less than background or
normaHzed intensity of cancer less than 0.2, are represented as ND
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